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1. A methid fojr proliferating human hepatocytes, v\l 
transplanting human 

hepatopathy mouse, and then feeding the mouse transplanted jvith the human 
hepatocytes under such 
human complement prodjuced 
the transplanted human 



a condition as being protected fronji the attack by 
by the human hepatocytes thereby proliferating 
hepatocytes in the mouse liver. 



2. The method 
wherein the condition 
complement is at least on(c 

(a) the mouse 
least once with a complement 

(b) a progeniture 
hepatopathy mouse land 
mouse is utilized as the 



mouse 



3. The method 
wherein the immunodefi^i 
obtained by rnating 
genetically hepatopathy niouse 



mouse. 
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CLAIMS 



for proliferating the human hepatockes of claim 1, 
of being protected from the attajck by human 
of the following (a) and (b): 
traiiispl4nted with the human hepatocytes is administered at 
inhibitor; 

obtained by mating between an kimufcodcficient 
a decay-accelerating factor (DAF/CD55) transgenic 
iijimunodeficient hepatopathy mouse. 



for proliferating human hepatocytes of claim 1 or 2, 
ent hepatopathy mouse is the progeniture mouse 
a genetically immunodeficient 



between 



mouse and a 



4. The method for proliferating human hepatocytes of claim 3, 
wherein the progeniture mouse is a hemizygous immunodeficiejit hepatopathy 



5. , The metpiod 

I 



for proliferating human hepatocytes of claim 4, 
wherein the hemizygolus itjomunodeficient hepatopathy mouse is adLnistered 
with a hepatocyte gfowtti inhibitor and then the human hbpatocytes are 
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from wsmm 



transplanted therein. 



6. The roe hod 



10 



IS 



SO 



25 



30 



20041 9fl24B(£)19:^I19;43/*H§45034991 1 6 P 49 



for proliferating human hepatocyteu of kny one of 
claims 1 to 5,;wherein the immunodeficient hcpatopathy inou3e transplanted 
with the human hepsftocy tes is administered with an anti-mouse Fafe antibody. 



The method 



for proliferating human hepatocy^es of claim 1, 
ocytes to be transplanted into 1 
hepatopathy mouse are proliferative human hepatocytes. 



wherein the human hepatocytes to be transplanted into the ii|imutiodeficient 



8, 



The method 



for proliferating human hepatocytjes of claim 7, 
wherein the proliferative human hepatocytes are humdn hepatocytes 
recognized by a monoclonal antibody which specifically recognises human 
hepatocytes which proliferate with forming colony. 



9. The method 



wherein the monoclonal antibody is one produced from 
hybridoma K8223 (FERM BP-8334). 



10. A method for 



J 



for proliferating the human hepatocytes pf claim 8, 



Mouse-Mouse 



proliferating human hepatocytes 
following steps (1) to (3), and the steps 



into 



concition 



which comprises the 

i 

repeated at least onoj; 

(1) a step comprising 
immunodeficient 
transplanted with hum^n 
protected from the attache 
hepatocytes thereby proliferating 
mouse liver; 

(2) a step isolating thje proliferated human hepatocytes from the mouse 
liver; and 
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transplanting human hepatocytes i 
hepatopathy mouse, and then feedin 
hepatocytes under such a 
by human complement produced 
the transplanted human 



in large scale, 
(2) Jind (3) are 



a liver of an 
the mouse 
as being 
by the human 
in the 



hep atocytes 



! 
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(3) ' a step comprising 
the mouse liver into 
then feeding the mo 
shorter than 50 days uiider 
attack by human complein< 



he 1 ver 



use 



transplanting the human hepatocyte s isc lated from 
of an immunodeficient hepatopaihy mouse, and 
transplanted with the human hepatocytes for not 
such a condition as being protected from the 
ent produced by the human hepatocytes. 



11. The method 
claim 10, wherein the condition 
complement in the step ( 1|) 
10 and (b): 

(a) the mouse trdnsp! 
least once with a c 

(b) a progeniture moujse 



for proliferating human hepatocytes 
of being protected from the 
and/ or the step (3) is at least one 



>] anted with human hepatocytes is Administered at 
roinplerpent inhibitor; 

j 

obtained by mating between an irimunodeficient 
a decay-accelerating factor (DAF/CD55) transgenic 
15 mouse is utilised as tihe iiomunodeficient hepatopathy mouse. 



hepatopathy mouse and 



12. The method 
claim 10 or 11, wherein 
(1) and/or the step (31) is 



2&0 genetically iimnunod^fici( nt 



13. The method 
claim 12, wherein the 
hepatopathy mouse. 



14. The method 
claim 13, wherein the 
administered with a hepa 1 
are transplanted therein. 



in 



attack 



of the 



large scale of 
by human 
following (a) 



the 



for proliferating human hepatocytes i[n large scale of 
immunodeficient hepatopathy molxse in the step 

i 

progeniture mouse obtained by mating! between a 

mouse and a genetically hepatopathy muuoc. 



the 



br proliferating human hepatocytes 
pijogeniture mouse is a hemizygous 



m large scale of 
irtununodeficient 



br proliferating human hepatocytes in large scale of 
hemizygous immunodeficient hepatopathy mouse is 
^ocyte growth inhibitor and then human hepatocytes 
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from mssm 
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10 



IS 



20 



25 



15, The method 



any one of clajuns 10 



to 14 



transplanted with human 
administered with an ant - 



for proliferating human hepatocytes in lage scale of 
wherein the immunodeficient hepatopa thy mouse 
hepatocytes in the step (1) and/oi) the 
mouse Fas antibody. 



16. The method 
claim 10, wherein the 
the 

proliferative human lk> 



for proliferating human hepatocytes in large scale of 
human hepatocytes to be transplanted linto the liver of 
immunodeficient jhepatopathy mouse in the step (1) and/ox the ktep (3) are 



epa:ocytes. 



pro iferative : 



17. The method 
claim 16, wherein the 
recognized by a monoclonal 
hepatocytes which proliferate 



18. The method 
claim 1 7 7 wherein th< 
Mouse-Mouse hybridoma 



tissue 



19. The mctjhod 
claim 10, wherein onljy 
by at least one of the 

(a) to treat a liver 
and 

(b) to isolate cell& 
specifically recognizejs 
hepatocytes. 



step (3) is 



5s jn 



for proliferating human hepatocytes 

human hepatocytes are hundan 
antibody which specifically 
with forming colony. 



n large scale of 
hepatocytes 
recognizes human 



for proliferating human hepatocytes in laige scale of 
monoclonal antibody is one jjrodUccd from 
K8223 (FERM BP-8334). 



i 

fox proliferating human hepatocytes i|n laijge scale ot 
human hepatocytes are substantially isolated in step (2) 
follo^ng procedures (a) and (b); 

separated from the mouse liver with collagenase; 



being recognized by a monoclonal 
hiiman hepatocytes but not recognizes 



ajntibady which 
non-human 



20. The method 
30 claim 19, wherein the monoclonal 



for proliferating human hepatocytes 
antibody is one produced by 
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large scale of 
Mouse-Mouse 
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hybridoma K8216 (FERty 



fJef 



21. A chimeric 
proliferated by the method 
claims 1 to 9, or by the 
scale of any one of claims 



mouse carrying in the liver human hepatocytes 
for proliferating human hepatocytes of any one of 
method for proliferating human hepajtocytes in large 
10 to 20. ! 



22. TW chilierie 
hepatocytes make up not 



23. The chirnerie 
human-type F450 activity . 



24. A methld frt 
the human hepatocytes frbm 
23. 



25. The method 
wherein only human 
the following procedures 

(a) to treat a liver 
and 

(b) to isolate cells 
specifically recognized 
hepatocytes. 



26. The method 
wherein the monoclonal 
hybridoma KQ2 16 (FERM 
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BP-8333). 



mouse of claim 21, wherein the prol|iferatcd human 
less than 70 % of the cells in the liver. 



mouse of claims 21 or 22, wherein Laid mouse has 



obtaining human hepatocytes comjprise's 
the liver of the chimeric mouse of iloirns 



isolating 
21,22 or 



for obtaining human hepatocytes of claim 24, 
are substantially isolated byl at least one of 
and (b); 

separated from the mouse liver with collagenase; 



hep itocytes 



tissue 



being 
human 



recognized by a monoclonal antibody which 
hepatocytes but not recognizes non-human 



of claim 25, 



for obtaining human hepatocytes 
antibody is one produced from j MoUse-Mouse 
BP-8333). 
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27. Human 
24 to 26. 



29. A hybrid-t 
claim 27. 
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28. A cellular ki : containing the human hepatocytes 6f clajim 27 



tyiv artificial liver filled with the humaii hepatocytes of 



hep Oocytes obtained by the method of ajjiy orje of claims 



30, A monticloral antibody which specifically 
10 hepatocytes but not recognize non-human hepatocytes. 



3 1 . The moijioclc nal antibody 
Mouse-Mouse hybricjoma 



15 



32. Mouse-Mousie hybridoma K8216 (FERM BP-8333 . 



ao 



33. A method 
candidate substance, 
substance into the cljdm< 

I 



U>r testing pharmaceutical kinetics 
which comprises systemically ac 
efic mouse of claims 21, 22 or 23. 



recognizees human 



of claim 30, which is on^ produced from 
K82 16 (FERM BP-8333), 



or 



rl nfiini 



tonicity of a 
s :ering the 



51 



